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Public summary of opinion on orphan designation
Eflornithine in combination with sulindac for the treatment of familial
adenomatous polyposis

On 24 January 2013, orphan designation (EU/3/12/1086) was granted by the European Commission to
Cancer Prevention Pharma Limited, United Kingdom, for eflornithine in combination with sulindac for
the treatment of familial adenomatous polyposis.

What is familial adenomatous polyposis?

Familial adenomatous polyposis (FAP) is a hereditary disease in which numerous polyps (growths) form
in the gut, mainly in the large intestine. Polyps usually start to develop in late childhood and their
number varies from hundreds to thousands. Patients with FAP may have blood in the stools, diarrhoea
or constipation, abdominal pain (stomach ache) and weight loss with no obvious cause.

FAP is a long-term debilitating disease that may be life threatening because there is a high risk of it
progressing into cancer of the large intestine if it is not treated, and can cause problems outside the
gut including stomach problems and other types of cancer.

What is the estimated number of patients affected by the condition?

At the time of designation, FAP affected approximately 0.2 in 10,000 people in the European Union
(EU). This was equivalent to a total of around 10,000 people™, and is below the ceiling for orphan
designation, which is 5 people in 10,000. This is based on the information provided by the sponsor and
the knowledge of the Committee for Orphan Medicinal Products (COMP).

What treatments are available?

At the time of designation, no satisfactory methods were authorised in the EU for the treatment of FAP.
Some patients were given preventive surgery to remove parts of the large bowel in order to prevent
polyps from progressing into cancers.

“Disclaimer: For the purpose of the designation, the number of patients affected by the condition is estimated and assessed
on the basis of data from the European Union (EU 27), Norway, Iceland and Liechtenstein. This represents a population of
509,000,000 (Eurostat 2013).
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How is this medicine expected to work?

This medicine is made up of two substances, eflornithine and sulindac:

o Eflornithine works by blocking the action of an enzyme called ornithine decarboxylase, which is
involved in the production of substances called polyamines that are required for cells to grow. In
patients with FAP, ornithine decarboxylase is over-activated and this has been linked with the rapid
growth of polyp cells. By blocking the enzyme, eflornithine is expected to slow down the cell
growth.

e Sulindac works by activating an enzyme called SSAT that expels polyamines from intestinal cells.
This is expected to reduce the levels of polyamine in the intestine, thereby reducing the cell growth
and improving the symptoms of the disease.

The combination of the two substances is expected to have an additive effect, slowing down the growth
of the polyps more than either substance alone.

What is the stage of development of this medicine?

The effects of the medicine have been evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials with the medicine in
patients with FAP were being initiated.

At the time of submission, the medicine was not authorised anywhere in the EU for FAP. Eflornithine
and sulindac received orphan designation in the United States of America for the treatment of FAP.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 6 December 2012 recommending the granting of this designation.

Opinions on orphan medicinal product designations are based on the following three criteria:
e the seriousness of the condition;
e the existence of alternative methods of diagnosis, prevention or treatment;

e either the rarity of the condition (affecting not more than 5 in 10,000 people in the EU) or
insufficient returns on investment.

Designated orphan medicinal products are products that are still under investigation and are
considered for orphan designation on the basis of potential activity. An orphan designation is not a
marketing authorisation. As a consequence, demonstration of quality, safety and efficacy is necessary
before a product can be granted a marketing authorisation.

Public summary of opinion on orphan designation
EMA/COMP/798800/2012 Page 2/5



For more information

Sponsor’s contact details:

Cancer Prevention Pharma Limited
c/o Arnold & Porter UK LLP

Tower 42

25 Old Broad Street

London, EC2N 1HQ

United Kingdom

Telephone: +44 207 7866 100
Telefax: +44 207 7866 299
E-mail: cbrannen@canprevent.com

For contact details of patients’ organisations whose activities are targeted at rare diseases see:

e Orphanet, a database containing information on rare diseases which includes a directory of
patients’ organisations registered in Europe.

e European Organisation for Rare Diseases (EURORDIS), a non-governmental alliance of patient

organisations and individuals active in the field of rare diseases.
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Translations of the active ingredient and indication in all official EU

languages®, Norwegian and Icelandic

Language

Active ingredient

Indication

English

Bulgarian

Czech

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Eflornithine in combination with
sulindac

EdnopHUTUH B KOMBMHaUMA CbC
CynuHAaK

Eflornithin se sulindacem

Eflornithin i kombination med
sulindac

Eflornithine in combinatie met
sulindac

Eflornitiini kombinatsioonis koois
sulindakiga

Eflornitiini sulindaakin kanssa

Eflornithine en combinaison avec
sulindac

Eflornithin in Kombination mit
Sulindac

EpAopviBivn o€ ouvduaouo Pe
OOUAIVOAKN

Eflornitin és szulindak kombinacié
Eflornitina in combinazione con
sulindac

Eflornitinakombinacija ar sulindaku
Eflornitinas derinyje su sulindaku
Eflornithine flimkien ma’ sulindac
Eflornityna w skojarzeniu z

sulindakiem

Eflornitina associada ao sulindac

Eflornitina in combinatie cu sulindac

Eflornitin v kombinacii so sulindakom

Eflornitin v kombinaciji s sulindakom

Eflornitina en combinacién con
sulindac

1 At the time of designation
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Treatment of familial adenomatous polyposis

JleueHne Ha PammnnHa AaeHomaTto3Ha onmnnosa

Lécba familiarni adenomatoézni polypozy

Behandling af familiser adenomatgs polypose

Behandeling van familiale adenomateuze
polyposis

Perekondliku adenomatoosse polipoosi ravi

Perinndllisen adenomatoottisen polyyppitaudin
hoito

Traitement de la polypose adénomateuse
familiale

Behandlung von familidrer adenomatdser
Polyposis

Oepaneia TNG olkoyevoUg adevwuaTmoOoug
noAunoong

Familiaris adenomatosus polyposis kezelése

Trattamento della poliposi familiare
adenomatosa

Gimenes adenomatozas polipozes arstésana

Seiminés adenomatozinés polipozés gydymas

Kura tal-polipozi adenomatuza li tintiret

Leczenie Rodzinnej Polipowatosci
Gruczolakowatej

Tratamento do poélipo adenomatoso familiar

Tratamentul polipozei adenomatoase familiale

Liecba familiarnej adenomatoéznej polypozy
Zdravljenje familiarne adenomatozne polipoze

Tratamiento de la poliposis colénica familiar
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Language Active ingredient Indication

Swedish Eflornitin i kombination med sulindak
Behandling av familjar adenomatds polypos

Norwegian  Eflornitin i kombinasjon med sulindak Behandling av familiser adenomatgs polypose

Icelandic Eflornitin i bldondu mead sulindak Attleegt adenomatds sepager
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